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REMARKS 

Claims 1-4, 7-10, 28 and 32 are pending in this application. Claims 5, 6, 31 and 33-81 
were previously canceled without prejudice to filing one or more divisional applications directed 
to the subject matter thereof Claims 1 1 -27, 29 and 30 have been withdrawn by the Examiner as 
being drawn to a non-elected invention. 

The present invention is directed to a composition and therapeutic combination of at least 
one nicotinic acid or derivative thereof and about 10 milligrams of at least one sterol absorption 
inhibitor, represented by Formula (II) (ezetimibe) in the present application, for the treatment of 
vascular condition, diabetes or obesity. 

Applicants submit for consideration the Declaration of Margaret van Heek„ Ph.D. ("Van 
Heek Declaration"), Dr. van Heek obtained a Bachelor of Science in Nutritional Sciences degree 
from the University of Delaware (1985) and a Doctorate Degree in Nutritional Biochemistry 
from Cornell University (1990). (Van Heek Declaration at paragraphs 1 and 2). 

Dr. van Heek is employed by Schering-Plough Research Institute ("Sobering") as an 
Associate Director in the field of Cardiovascular and Metabolic Disease and has been previously 
employed by Schering since 1992. (Van Heek Declaration at paragraph 3). Dr. van Heek's 
duties at Schering have included cardiovascular drug discovery and basic research in lipid 
absorption and metabolic disease. (Van Heek Declaration at paragraph 4). 

A study was conducted under Dr. van Heek's supervision to determine the effect on 
serum triglycerides of the combination of ezetimibe with niacin in diet-induced obese mice. 
(Van Heek Declaration at paragraph 5). Male C57B1/6 mice were fed a high fat diet (45% kcal 
fat) for 12 months and were given a single oral dose of the compounds specified in Table 1 
below, (Van Heek Declaration at paragraph 5)* Serum triglyceride levels were evaluated one 
hour post-dose. (Van Heek Declaration at paragraph 5). 

As shown in Table 1 of the Declaration and as reproduced below, ezetimibe alone did not 
significantly reduce triglyceride levels, niacin alone reduced levels 23.7% and the combination 
of ezetimibe and niacin reduced serum triglycerides by 3 1 .6%. (Van Heek Declaration at 
paragraph 5). 



PAGE 8/15 * RCVD AT 8/2/2006 12:42:06 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-6/24 * DNIS:2738300 * CSID: * DURATION (mm-ss):02-52 



AUG-02-2006 12:54 



P. 



Application No.: 10/057,646 
Paper Dated: August 2 7 2 0 06 
Attorney Docket No.: CV01379K US (4686-045566) 



TABLE 1 



Group 



Senim Triglyceride Levels (mg/dl) 



Control 



54,52 ± 3.23 



Ezetimibe (1 0 mg/kg) 



49.74 ± 2.22 



Niacin (100 mg/kg) 



41.59 ±3.44* (-23.7%) 



Ezetimibe ± Niacin 



37.29 ±3.21 » (-31,6%! 



* p<0.05 



In Dr. van Heek's opinion, these results indicate that the combination of ezetimibe with 
niacin (or other nicotinic acid receptor agonists) enhances the ability of niacin to reduce serum 
triglygeride levels, and combination of ezetimibe and niacin will prevent vascular complications 
greater than either agent alone. (Van Heek Declaration at paragraph 5). 

The above test data provide evidence of unexpected synergy of the combination of 
ezetimibe and niacin to reduce serum triglygeride levels when compared to treatment with 
ezetimibe alone or niacin alone. 

One skilled in the art would understand that the compatibility and efficacy of drug 
combinations can be unpredictable, and additive or synergistic effects are not necessarily 
predictable. 

The Rejection 

Claims 1-4, 7-10, 28 and 32 stand rejected under 35 U-S.C § 103(a) as being obvious 
over U.S. Patent No. 5,846,966 ("Rosenblum et al.") in view of U.S. Patent No. 5,698,527 ("Kim 
et al,") and WO 0038725 ("Keller"). The reasons for rejection are set forth in the Office Action, 
summarized as follows; 

It is asserted that Rosenblum et al. teach the instant cholesterol absorption inhibitors, 
their application for lowering serum cholesterol and combination with other cholesterol lowering 
agents such as simvastatin (Office Action at page 2). Further, it is asserted that Rosenblum et al> 
teach a daily dosage in a range of 5 mg to 1 000 mg a dose given 1 or two times a day and that the 
exact dose would depend upon various conditions (Office Action at page 2). 

It is acknowledged that Rosenblum et al. do not expressly teach a combination of a 
cholesterol absorption inhibitor, such as ezetimibe, and a nicotinic acid (Office Action at page 2). 
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In the rejection, it is alleged that Kim teaches that niacin is a well-known cholesterol 
lowering agent and is particularly useful in combination with cholesterol absorption inhibitors 
(Office Action at page 3). It is further alleged that Keller et al. teach various combinations of 
cholesterol lowering agents, including ezetimibe and nicotinic acid, for treating 
hypercholesterolemia-associated disorders (Office Action at page 3). 

It is alleged that it would have been obvious to one of ordinary skill in the art, at the time 
that the claimed invention was made, to make a composition comprising ezetimibe and nicotinic 
acid, and optionally simvastatin, citing In re Kerkoven, 205 U.S.P.Q. 1069 (Office Action at 
page 3). 

It is fiirther alleged that the specific amount of 10 rag is within the range disclosed by 
Rosenblum et al. (Office Action at page 3). 

In the Response to Arguments section of the Office Action, it is alleged that to illustrate 
unexpected therapeutic benefits, the Applicants must test all active components individually to 
ensure a greater than additive therapeutic benefit (Office Action at page 4). It is further alleged 
that it is a common practice to combine different therapeutic agents for treating patients with 
hyperlipidemia and hypercholesterolemia with a reasonable expectation of additive or synergistic 
effect (Office Action at page 4). 

In view of the following remarks, Applicants respectfully request reconsideration and 
withdrawal of this rejection. 

The law is replete with cases holding that there must be some suggestion or motivation in 
the prior art to combine the references. When making a rejection under 35 U-S.C § 103, the 
Examiner has the burden of establishing a prima facie case of obviousness. In re Fritchu 23 
U.S.P>Q.2d 1780, 1783 (Fed. Cin 1992). 

The Examiner can satisfy this burden only by showing an objective teaching in the prior 
art, or knowledge generally available to one of ordinary skill in the art, which would lead an 
individual to combine the relevant teachings of the references [and/or the knowledge] in the 
mariner suggested by the Examiner. ]±; In re Fine , 5 U.S.P.Q.2d 1596, 1 598 (Fed. Cir. 1988). 

The mere fact that the prior art could be modified does not make the modification 
obvious unless the prior art suggests the desirability of the modification (emphasis added). In re 
Frjtch, 23 U.S.P.Q.2d at 1784; Tn re Laskowski . 10 U.S.P.Q.2d 1397, 1398 (Fed. Cir. 1989); In 
re Gordon . 221 US.P.Q. 1 125, 1 127 (Fed. Cir, 1984). 
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"The ultimate determination of patentability must be based on consideration of the entire 
record, by a preponderance of evidence, with due consideration to the persuasiveness of any 
arguments and any secondary evidence" (emphasis added) Manual of Patent Examining 
Procedure . (Rev. 1, Feb. 2003) § 716.01(d) and In re Oetiker, 24 U.S.P.Q.2d 1443, 1444 (Fed. 
Cir. 1992). 

The Office Action contends that Rosenblum et al. teach the instant cholesterol absorption 
inhibitor, its application for lowering serum cholesterol, and a daily dosage of the compounds in 
a range of 5 mg to 1000 mg if given in a single dose or 2-4 divided doses, and when used in 
combination with other cholesterol lowering agents, a dosage of 1 mg to 1000 mg a dose if given 
one or two times a day, also noting that the exact doses would depend upon various conditions. 
Rosenblum et al. disclose cholesterol absorption inhibitors, used alone or in combination with 
simvastatin, and their application for lowering serum cholesterol. However, the Action 
recognizes that Rosenblum et al. do not suggest or disclose the combination of cholesterol 
absorption inhibitors with nicotinic acid. In addition, Rosenblum et al. do not suggest or disclose 
the desirability of a 10 milligram dosage of ezetimibe. Further, Rosenblum et al. do not suggest 
or disclose lowering of triglyceride levels. 

The Office Action contends that Kim teaches that niacin is a well-known cholesterol 
lowering agent and is particularly useful in combination with cholesterol absorption inhibitors. 
Kim discloses steroidal glycoside cholesterol absorption inhibitors that can be administered in 
combination with niacin, however, Kim does not suggest or disclose combining ezetimibe with 
niacin or the desirability of the claimed amount of 10 milligrams of ezetimibe. Ezetimibe is not 
a steroidal glycoside. The steroidal glycosides disclosed by Kim are structurally very dissimilar 
to the presently claimed substituted azetidinone compound ezetimibe. One skilled in the art 
would not be motivated to substitute ezetimibe for steroidal glycoside since their molecules are 
so structurally dissimilar. 

Moreover, given their large molecular size, it is unlikely that Kim's steroidal glycosides 
are absorbed through the intestine. In contrast, multiple peaks in plasma concentration-time 
profiles suggest that the glucuronide conjugate of ezetimibe undergoes enterohepatic recycling 
before elimination. See ZETIA™ (ezetimibe) Tablets Package Insert at column 2 
(Merck/Schering-Plough Pharmaceuticals) (October 2002), included in the Information 
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Disclosure Statement of August 30, 2004. This enterohepatic recycling can enhance efficacy. It 
would not be obvious to one of ordinary skill in the art to substitute ezetimibe disclosed by 
Rosenblum et al. for the steroidal glycosides disclosed by Kim, since they are likely to be 
dissimilar in site of action. No data is presented in the Kim reference to support efficacy of a 
combination of steroidal glycoside and niacin. One skilled in the art would not be motivated to 
combine ezetimibe and nicotinic acid based upon the disclosure of Kim since the steroidal 
glycoside and ezetimibe molecules are so structurally dissimilar. 

Kim's steroidal glycoside compounds have not been commercialized by Merck & Co., 
Inc. (the assignee of the Kim patent). Rather, Merck is the joint venture partner of Schering- 
Plough (assignee of the present application) in marketing the cholesterol absorption inhibitor 
2ET1A™ ezetimibe formulation and VYTORIN™ ezetimibe/simvastatin formulation. ZETIA 
was launched in late 2002. Global cholesterol joint venture net sales, which include VYTORIN 
and ZETIA, totaled approximately $958 million in the 2006. Press Release: Schering-Plough 
Reports Financial Results for 2006 Second Quarter (July 24, 2006). Thus, it can be inferred that 
Kim's steroidal glycoside compounds, administered alone or in combination with niacin, were 
not commercially viable as treatments. The Kim reference provides evidence of a long-felt but 
unsolved need in the art. This long-felt, unsolved need has been addressed by the presently 
claimed combination. 

The Office Action contends that Keller et al. teach various combinations of cholesterol 
lowering agents, including ezetimibe and nicotinic acid, for treating hypercholesterolemia- 
associated disorders. However, Keller et al, disclose combinations of (i) an ileal bile acid 
transport inhibitor or CETP inhibitor and (2) a cholesterol absorption inhibitor, such as 
ezetimibe, or nicotinic acid. However, Keller et al. does not disclose the combination of 
ezetimibe and nicotinic acid. Also, Keller et al. does not suggest or disclose the desirability of a 
10 mg dosage of ezetimibe. 

It is respectfully submitted that the combination of the references cited as rendering the 
claimed invention obvious is improper because there is no suggestion in any of the cited 
references, taken alone or combined as advocated in the rejection, to combine the claimed 
components of 10 milligrams of ezetimibe and nicotinic acid. Even if the teachings of the 
references were combined as set forth in the Office Action, there axe not sufficient teachings to 
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motivate one of ordinary skill in the art to pick and choose among thousands of compounds to 
combine 10 milligrams of ezetimibe with nicotinic acid. Neither Rosenblum et al., Kim, nor 
Keller et ah, taken alone or combined as set forth in the Office Action, provides motivation for 
combining 10 milligrams of ezetimibe and niacin. 

In Dr. van Heek's Declaration and as discussed above Applicant has provided test data 
evidence of unexpected synergy of the combination of ezetimibe and niacin to reduce serum 
triglygeride levels when compared to treatment with ezetimibe alone or niacin alone. 

"Objective evidence or secondary considerations such as unexpected results, commercial 
success, long-felt need, failure of others... are relevant to the issue of obviousness and must be 
considered in every case in which they are present. When evidence of any of these secondary 
considerations is submitted, the examiner must evaluate the evidence." M.P.E.P. § 2141 (Rev'd 
October 2005). 

Applicants respectfully request that the above information regarding unexpected synergy 
of the combination of ezetimibe and niacin to reduce serum triglygeride Jevels as well as 
commercial success* long-felt need, and failure of others be considered by the Examiner in the 
assessment of obviousness. 

Applicants respectfully assert that the rejection is based upon improper hindsight 
reconstruction. The prima facie case of obviousness has not been established, Accordingly, 
Applicants respectfully request that the § 103(a) rejection of claims 1-4, 7-10, 28-30 and 32 be 
reconsidered and withdrawn. 



Respectfully submitted, 



Date: August 2. 2006 




Ann Marie Cannoni 

Registration No. 35,972 

The Webb Law Firm, P.C. 

700 Koppers Building 

Pittsburgh, PA 15219 

Phone: (412) 471-8815 

Fax: (412) 471-4094 

E-mail: acannoni.@webblaw»com 
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